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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

' Etfensions of time may be available under the provisions of 37 CFR 1 1 36(a) In no event, however may a reply be timely filed 

caiiMrHn r«>i« within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 OS C § 1 33) 
"- InSy by the Office SanEree months after the mailing date of this communication even ,f timely filed, may reduce any 

earned patent term adjustment See 37 CFR 1 704(b) 

Status 

I) 0 Responsive to communication(s) filed on 04 August 2000 . 
2a)D This action is FINAL. 2b)H This action is non-final. 

3) D Since this application is ,n condition for allowance except for formal mattery Prosecution as to the merits is 

closed in accordance with the practice under Ex pane Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) Q Claim(s) 1^28 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) Q Claim(s) 1^28 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any object.cn to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

II) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) S The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some*c)EI None of: 

1 .□ Certified copies of the priority documents have been received. 

2 D Certified copies of the priority documents have been received in Application No 



3 D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
14,D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received 
15)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
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DETAILED ACTION 

1 . Claims 1-28 are pending. 

2. The drawings are objected to for the reasons indicated on accompanying form PTO 948 
Correction is required. 

3. Applicant has not complied with the requirements of 37 CFR 1.63(c), since the oath or 
declaration does not acknowledge the filing of any foreign application. A new oath or 
declaration is required in the body of which the present application should be identified by 
application number and filing date. 

Claim Rejections -35 USC § 112 

4. The following is a quotation of the first paragraph of 35 USC. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of earn ing out his invention. 

5. Claims 1-28 are rejected under 35 U S C. 1 12, first paragraph, because the specification, 
while being enabling for insulator sequences that do not comprise enhancers or other types of 
transcriptional regulatory elements that can act on the lethal gene transcriptional unit, does not 
reasonably provide enablement for insulator sequences that do comprise enhancers or other types 
of transcriptional regulatory elements that can act on the lethal gene transcriptional unit. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and/or use the invention commensurate in scope with these 
claims 
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The claims are broadly drawn to an insulator construct that uses an insulator sequence to 
separate a lethal gene transcriptional unit from a selectable marker transcriptional unit. The 
instant specification, however, fails to provide guidance for the sequence of this insulator 
sequence. 

Not all "insulator" sequences will prevent undesired transcription of a lethal gene 
construct. If the "insulator"' sequence contains an enhancer or promoters transcription of a 
construct can unexpectedly be enhanced. Similarly, if the "insulator" sequence contains a 
negative regulatory element, transcription of a gene can be inhibited. For example, the 5' 
flanking region of the Cucumis NADH-dependent hydroxypyruvate reductase gene was found to 
contain a negative regulatory element, and the 3' region was found to enhance expression of 
minimal promoter (Daniel et al, 1995, Plant Mol. Biol. 28:821-836, pg 834). 

Additionally, lethal genes whose transcription is targeted to specific tissues like roots are 
not likely to produce living male-sterile plants. Thus, constructs in which the lethal gene is 
operably linked to any tissue-specific promoter cannot be used to make male-sterile plants. 

Given the claim breath, unpredictability, and lack of guidance as discussed above, undue 
experimentation would have been required by one skilled in the art to develop and evaluate an 
insulator construct that uses an insulator sequence to separate a lethal gene transcriptional unit 
from a selectable marker transcriptional unit and methods for its use. 
6. Claims 1-28 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. The only enabled insulator sequence is the one of the plasmid in Fig. 1 Thus, the 
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mvention appears to employ novel plasmids contained in microorganisms Since the plasmid 
contamed ,n the microorgamsm i, essenfal ,0 the claimed inventton, i, must be obtamable by a 
renewable method set for* in the specfcation or oiheru.se be read.ly avatlable ,0 ,he public. If 
,he plasmid contamed ,n ,he microorganism ,s no, so obtainable or available, the requirements of 
35 USC 112 may be satisfied by a deposit of the microorganism The specification does not 
disclose a repeatable process to obtatn the plasmid contained ,n the microorganism and it is no, 
apparent if the plasmid is readily available ,o the public Thus, a deposi, is required for 

enablement purposes 

If.he denosi, is made under the terms of the Budapest Treaty, then an affidavit or 
declaratabyXlloant. or a statement by an attorney of re core 1 ove, tsor £r .gnature and 

(b) ite— n ;:r:s:." ; ,o lta P ub.ic be mM ^ ^ 

(c) He^S untamed in a public depository for a penod of 30 years or 5 
' * years ate the las, request or for the enforceable life of the patent, whtchever >s 

(d) 'aTeTof *e vability of the btological material a. the time of deposit (see 37 CFR 

1.807), and, , . . 

(e) the deposit will be replaced if it should ever become inv.able. 

7. Claims 1-28 are rejected under 35 U S C. 1 12, first paragraph, as containing subject 
matter that was not desenbed in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention 
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The claims are broadly drawn to a multitude of DNA molecules that act as insulator 
constructs The specification does not describe the coding sequence of the insulator sequence 
within these constructs, nor those of the lethal gene or selectable marker within the construct. 

No description is provided as to the structural features that distinguish insulator 
constructs from other DNA sequences or other genomic plant sequences. 

Hence, Applicant has not, in fact, described insulator constructs and insulator sequences 
within the full scope of the claims, and the specification fails to provide an adequate written 
description of the claimed invention. 

Therefore, given the lack of written description in the specification with regard to the 
structural and physical characteristics of the claimed compositions, and given the high level of 
unpredictability in this art, one skilled in the art would not have been in possession of the genus 
claimed at the time this application was filed. 

See University of California v. Eli Lilly, 119 F.3d 1559, 43 USPQ 2d 1398 (Fed, Cir. 1997): 

'l*he name cDNA is not in itself a written description of that DNA; it conveys no distinguishing 
information concerning its identity. While the example provides a process for obtaining human insulin- 
encoding cDNA, there is no further information in the patent pertaining to that cDNA's relevant 
structural or phvsical characteristics; in other words, it thus does not describe human insulin cDNA .... 
Accordinglv, the specification does not provide a w ritten description of the invention .... 



and at pg 1406: 



a generic statement such as "vertebrate insulin cDNA" or "mammalian insulin cDNA," w ithout more, is 
not an adequate w ritten description of the genus because it does not distinguish the genus from others, 
except by function. It does not specifically define any of the genes that fall w ithin its definition. It 
does not define any structural features commonly possessed by members of the genus that distinguish 
them from others One skilled in the art therefore cannot, as one can do with a fully described genus, 
visualize or recognize the identity of the members of the genus. A definition by function, as w e have 
previouslv indicted, does not suffice to define the genus because it is onlv an indication of what the 
genes does, not what it is. 



See Amgen Inc. v. Chugai Pharmaceutical Co. Ltd., 18 USPQ 2d 1016 at page 1021: 

A gene is a chemical compound, albeit a complex one. and . .. conception of a chemical compound 
requires that the inventor be able to define it so as to distinguish it from other materials ... Conception 
does not occur unless one has a mental picture of the structure of the chemical or is able to define it by 
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Us method of preparation, its physical or chemical properties, or whatever characteristics sufficiently 
distinguish it. It is not sufficient to define it solely by it principal biological property, e.g., encoding 
human emhropoietin. because an alleged conception having no more specificity than that is simply a 
w ish to know the identity of any material with that biological property. 

8. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

9. Claims 1-28 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Dependent claims are included in all rejections. 

Claim 1 is indefinite in the recitation of the word "including" in parts i) and ii) and claim 
16 for its recitation of the word in parts i)a), and i)b). It is unclear if this word is intended to be 
open or closed. If open language is intended, the word should be replaced with —comprising—. 

Claims 1 and 16 are indefinite for their recitation of 'insulator sequence" and Insulator 
DNA sequence", respectively. The size and nature of this sequence is unclear. For purposes of 
examination, sequences were assumed to be of any length. Such treatment does not relieve 
Applicant of the responsibility to respond to this rejection. 

Claim 3 is indefinite because all members of the group are not written in the same format. 
The word -gene- should be inserted after each of "bamase\ "RNaseTT, "kinase \ "rolB", and 
"ra/C. Additionally, "chain-coding" should be deleted. 

Similarly, the word -gene— should be inserted after "barnase" in claims 4 and 17 

Claims 4 and 1 7 recite the limitation "the preferred lethal gene" in line 4. There is 
insufficient antecedent basis for this limitation in the claims. 
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Claims 6 and 18 recite the limitation "the preferred tissue specific promoter" in line 1 
There is insufficient antecedent basis for this limitation in the claims. 

Claims 7 and 27 recite the limitation "the marker gene" in lines 1 and 2, respectively 
There is insufficient antecedent basis for this limitation in the claims. 

Claims 8 and 19 recite the limitation "the preferred marker gene" in line 1 . There is 
insufficient antecedent basis for this limitation in the claims. 

Claim 9 recites the limitation "the strong constitutive promoter for expression of the bar 
gene" in lines 1-2. There is insufficient antecedent basis for both the limitation "the strong 
constitutive promoter for expression. " and "the bar gene" in the claim. 

Claim 10 is indefinite in its recitation of "sequence derived from genomic DNA of a 
plant". The size of this sequence is not clear. For purposes of examination, a sequence as small 
as one base was assumed. Such treatment does not relieve Applicant of the responsibility to 

respond to this rejection. 

Claims 12 and 21 recite the limitation "the preferred length" in line 1 . There is 

insufficient antecedent basis for this limitation in the claims. 

Claim 13 is not written in proper Markush format. The plants and plant parts should 
recited in the alternative; thus, "and" in line 1 should be replaced with -or-. See MPEP § 
2173.05(h). 

Claim 1 5 recites the limitation "The preferred plant" in line 1 There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 20 recites the limitation "the preferred constitutive promoter" in line 1 There is 
insufficient antecedent basis for this limitation in the claim. 
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Claim 26 recites the limitation -the above male sterile plants" in lines 1-2 There is 
insufficient antecedent basis for this limitation in the claim. 

Regarding claim 23, the word "preferably" renders the claim indefinite because it is 
unclear whether the limitation(s) following the word are part of the claimed invention. See 
MPEP § 2173.05(d). 

Regarding claims 4, 6, 8, 12, 15 and 17-21, the word "preferred" renders the claim 
indefinite because it is unclear whether the limitations following the word are part of the claimed 
invention. See MPEP § 2173.05(d). 

Claims 3, 5, 7 and 14 not written in proper Markush format. The claims should be in the 
format "selected from the group consisting of A, B, C and D " In claims 3, 5 and 7 "the group 
comprising" should be replaced with - the group consisting of--. In claim 14, "the group of 
should be replaced with -the group consisting of- and "dicotyledonous or monocotyledonous 
plants" should be replaced with - a dicotyledonous plant and a monocotyledonous plant-. See 
MPEP § 2173.05(h). 

In claims 15 and 22 the phrase "a dicotyledonous plant Brassica juncea" is unduly wordy 
and awkward. It is suggested that the phrase be replaced with -Brassica juncea-. 

Claim 1 5 is written in the incorrect format. The claim should not be written as a 
complete sentence. Thus, the claim should be -The plant of claim 13, where the plant is 
Brassica juncea — 

Claim 16 is indefinite for its recitation of "tissue specific promoter end" in part i)a). It is 
unclear what a promoter end is, and if it is a portion of a promoter, the size of that portion. 
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The steps of the method of claim 16 should be written in gerund form. Thus, 
"identification of in step iii) should be —identifying— 

It is unclear, in claim 16, step iii) what morphological observations identify a plant as 
male sterile, particularly as step iv) requires plants with normal vegetative morphology 

Claim 16 is indefinite in the recitation of the word "including ' in parts i)a) and b) and 
claim 1 in parts i) and ii). It is unclear if this word is intended to be open or closed. If open 
language is intended, the word should be replaced with -comprising-. 

Claim 23 recites the limitation "Brassica juncecT in line 1. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 26 recites the limitation "the T-DNA insert" in lines 2-3. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 28 recites the limitation "the Tl plants" in line 1. There is insufficient antecedent 
basis for this limitation in the claim. Additionally, there is no antecedent basis for "selected 
backcrossed progeny" in lines 1-2, as no backcrossed progeny were selected in the method of 
claim 16. 

It is unclear where in the method of claim 16 the backcrossing and testing steps of claim 
24 are performed. The method of claim 16 already has a backcrossing step. 

It is unclear where in the method of claim 16 the Southern hybridization step of claim 25 
is performed. 

It is unclear in the method of claim 27 how transferring seeds on selective media would 
test for segregation of a marker gene A step appears to be missing. 
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10 Claims 16-28 are rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete 
for omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.01. Method steps must be circular, the final step must generate the item the method is 
intended to produce. For example, the method of obtaining male sterile plants in claim 16 ends 
in obtaining stable transfer of a male sterile phenotype, when it should end in the production 
male sterile plants. 

Claim Rejections - 35 (JSC $ 102 

1 1. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another w ho 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

12. Claims 1-4, 7-10, 13-14, 16-17, 19-20, 24 and 26-28 are rejected under 35 U.S.C. 102(e) 
as being anticipated by Williams et al (US Patent 5,977,433, filed June, 1992). 

Williams et al teach constructs comprising the barnase gene operably linked to the 
pollen-specific Zml3 promoter, the neo or bar gene operably linked to the 3 5 S3 constitutive 
promoter, wherein the two genes are separated by a "insulator sequence 1 ' that is about 1200 
nucleotides long and that encodes the barstar gene operably linked to the TA29 promoter 
(column 14, line 40, to column 15, line 49, SEQ ID NOs:2, 3 and 17). This "insulator" sequence 
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would comprise at least one base derived from genomic DNA; additionally, the TA29 promoter 
is derived from plant genomic DNA. Williams et al also teach male-sterile maize plants 
transformed with these constructs and analyzed by Southern hybridization and testcrosses 
(column 18, line 24, to column 20, line 24). 

13. Claims 1-4, 7-9 and 13-14 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Chang et al (1997, US Patent 5,610,042). 

Chang et al teach constructs comprising the barnase gene operably linked to the stamen- 
specific rice El promoter, the bar gene operably linked to the 35S constitutive promoter, wherein 
the two genes are separated by a "insulator sequence" that is about 23 nucleotides long (SEQ ID 
NOs: 1 and 3). Chang et al also teach male-sterile rice, maize plants and Brassica napus 
transformed with these constructs and their progeny (column 15, line 13, to column 18, line 66). 

Claim Rejections - 35 USC § 103 

14. The following is a quotation of 35 U.S.C. 103(a), which forms the basis for all 
obviousness rejections set forth in this Office action 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

15. Claims 1-14, 16-21 and 24-28 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Williams et al (supra) in view of Mariani et al (1997, US Patent 5,689,041). 

The claims are drawn to a construct comprising a lethal gene transcription unit and a 
selectable marker gene transcription unit, wherein the two transcription units are separated by a 
"insulator" sequence of unspecified composition and wherein the lethal gene transcription unit 
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has a tissue-specific promoter The claims are also drawn to male-sterile plants comprising the 
construct and a method of using the construct to obtain male-sterile plants. 

Williams et al teach constructs comprising the barnase gene operably linked to the 
pollen-specific Zml3 promoter, the neo or bar gene operably linked to the 35S3 constitutive 
promoter, wherein the two genes are separated by a "insulator sequence" (column 14, line 40, to 
column 15, line 49, SEQ ID NOs:2, 3 and 17). Williams et al also teach male-sterile maize 
plants transformed with these constructs and analyzed by Southern hybridization and testcrosses 
(column 18, line 24, to column 20, line 24). Williams et al do not disclose insulator sequences of 
at least 2 or 5 kb or that are derived from genomic plant DNA, nor do they disclose methods of 
transformation of Brassica juncea. 

Mariani et al teach constructs in which the barnase gene is operably linked to the anther- 
specific TA29 promoter and a variety of monocots and dicots transformed with this construct 
(claims 37 and 46). 

At the time the invention was made, it would have been obvious to one of ordinary skill 
in the art to produce male-sterile plants using the constructs taught by Williams et al, and to 
modify that to use in those constructs the promoter described in Mariani et al. One of ordinary 
skill in the art would have been motivated to do so because selection of tissue-specific promoter 
is an obvious design choice, as is the length of the region of DNA separating transcription units. 
16. Claims 15 and 22-23 rejected under 35 US C 103(a) as being unpatentable over 
Williams et al in view of Mariani et al as applied to claims 1-14, 16-21 and 24-28 above, and 
further in view of Mathews et al (1990, Plant Sci. 72:245-252). 
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